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DETAILED ACTION 
Formal Matters 

1 . Claim 1 8 was amended, and claim 12 was cancelled, in Paper No. 1 1 . 12/27/2001 . 
Claims 1-11, 13-60 are pending. Claims 23-51, 55-60 are withdrawn from consideration 
pursuant to 37 CFR 1.142(b). Claims 1-11, 13-22, 52-54 are under consideration. 

Claim Rejections - 35 USC § 112 first paragraph 
The following is a quotation of the first paragraph of 35 U.S.C. 112: 

m specif.cat.on shall conta.n a written descnption of the invention, and of the — ^^^^^^^^^^^ 
La nLff it in such full clear, concise, and exact terms as to enable any person stalled in the art to which « 
;^^orMi^li \s ni;st neari; connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invent.on. 

2. Pending claims 1-11, 13-22, 52-54 are rejected under 35 U.S.C. 1 12, first paragraph, 
because the specification, while being enabling for a chimeric protein comprising two fimctional 
units each comprising the dimerization domain of a steroid/thyroid hormone nuclear receptor 
superfamily with an optional linker wherein the receptor is an ecdysone receptor, a Usp receptor 
or a retinoid X receptor, does not reasonably provide enablement for a chimeric protein 
comprising two fiinctional units each comprising the dimerization domain of a steroid/thyroid 
hormone nuclear receptor superfamily with an optional linker, where in the receptor is any other 
steroid/thyroid hormone nuclear receptor linker interposed, for reasons of record set forth in 
Paper No. 10, 8/23/2001. The specification does not enable any person skilled in the art to which 
it pertains, or with which it is most nearly connected, to make and use the invention 
commensurate in scope with these claims. 

The rejection is based upon the argument that claim 1 is overly broad in the recitation of 
"steroid/thyroid hormone nuclear receptor superfamily" since the Specification provides 
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insufficient guidance as to which of the myriad of fusion polypeptides encompassed by the claim 
will retain the functional characteristics such that it can be used as a non-mammalian based 
transcription regulating system (page 4, lines 11-18) which would require that it respond to 

application of hormone. 

Applicant argues that the instant invention requires that the two functional protein units 
form a functional entity, which form a functional entity, and that the specification defmes a 
functional entity as possessing the biological function of a dimer between two equivalent 
monomenc units. However, insufficient guidance is provided as to which of the myriad of 
polypeptide species encompassed by the claim will retain the desired characteristics because 
insufficient direction is provided regarding the relationship of the chimeras structure and its 
fimction, especially given the indefinite nature of the term "functional entity" (infra)- The scope 
of the claim includes numerous structural variants, and the genus is highly variant because a 
significant number of structural differences between genus members is permitted. Although the 
specification states that these types of changes are routinely done in the art, the specification and 
claim do not provide any guidance as to what changes should be made. 



3. Claims 52-54 are rejected under 35 U.S.C. 1 12, first paragraph, as containing subject 
matter which was not described in the specification in such a way as to enable one skilled in the 
art to which it pertains, or with which it is most nearly connected, to make the invention. 
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Claims 52-54 are directed to an isolated protein crystal. However, it is commonly known 
in the art that production of protein crystals is difficult. There is insufficient guidance provided 
in the instant specification as to how one of ordinary skill in the art would generate an isolated 
protein crystal suitable for x-ray diffraction. See In re Wands, 858 F.2d at 737, 8 USPQ2d at 
1404. The test of enablement is not whether any experimentation is necessary, but whether, if 
experimentation is necessary, it is undue. The W^dLCourt set forth eight factors to consider in 
the determination of whether a disclosure does not satisfy the enablement requirement and would 
require undue experimentation. The relevant factors in the instant case are set forth below: 

(1) the nature of the invention - the claimed invention is an isolated protein crystal 

suitable for x-ray diffraction. 

(2) the state of the prior art - the prior art teaches the difficulty of protein crystallization. 
As evidence, column 4, lines 23-44 of U.S. Patent No. 6,268,158 (Pantoliano et al.) discloses that 
crystallographic analysis remains difficult because there are not straightforward methodologies 
of obtaining X-ray quality protein crystals, and that conventional methods camiot be used to 
identify crystallization conditions that have the highest probability of promoting crystallization. 

(3) the level of one of ordinary skill the Panoliano disclosure is evidence that one of 
ordinary skill in the art would have difficulty making the crystal. 

(4) the level of predictability in the art - the Pantoliano disclosure is evidence that the 
level of predictability in making protein crystals is low. 

(5) the amount of direction provided by the inventor - the specification has provided 
insufficient guidance to make protein crystals based upon the disclosure of PantoUano which 
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discloses that conventional methods of determining crystallization conditions are cumbersome, 
slow and labor intensive (column 4, lines 40-41). 

(6) the existence of working examples - no working examples are provided. 

(7) the quantity of experimentation needed to make or use the invention based on the 
content of the disclosure - Given the disclosure of PantoUano, it would require undue 
experimentation to produce an isolated protein crystal suitable for x-ray diffraction, of the 

protein claimed in claim 1. 

Given the nature of the invention, in hght of the predictability of the art as determined by 
the number of working examples, the level of skill of the artisan, and the guidance provided in 
the instant specification and the prior art of record, it would require undue experimentation for 
one of ordinary skill in the art to make the claimed invention. 

Claim Rejections - 35 USC§112 second paragraph 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

4. Claims 1-11, 13-22, 52-54 are rejected under 35 U.S.C. 112, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter which 

applicant regards as the invention. 

Claim 1 is vague and indefinite in the recitation of the term "fimctional entity". There is 
no indication in the claim as to what function the protein must have. Therefore, the metes and 
bounds of the claim cannot be detennined. Claims 2-11, 13-22, 52-54 are rejected insofar as 
they depend on the recitation in claim 1 of "functional entity". 
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Claim Rejections - 35 USC §102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(e) the invention was described in a patent granted on an application for patent by another filed in the^Unrted 
States before the invention thereof by the applicant for patent, or on an international application by another who 
hSS'tJ^^^^^^^^^ of paragraphs (1), (2), and (4) of section 371(c) of this title before the invention 

thereof by the appHcant for patent. 

5. The changes made to 35 U.S.C. 102(e) by the American Inventors Protection Act of 
1999 (AIPA) do not apply to the examination of this application as the appUcation being 
examined was not (1) filed on or after November 29, 2000, or (2) voluntarily pubUshed under 35 
U.S.C. 122(b). Therefore, this appUcation is examined under 35 U.S.C. 102(e) prior to the 
amendment by the AIPA (pre-AIPA 35 U.S.C. 102(e)). 

Claims 1-11, 13-22 are rejected under 35 U.S.C. 102(e) as being anticipated by U.S. 
Patent No. 6,265,173 (Evans et al.), which has a priority date of March 22, 1990. 

Evans discloses multimeric receptor species that belong to the steroid/thyroid superfamily 
of receptors, comprising at least one member of the steroid/thyroid superfamily of receptors and 
the ultraspiracle receptor (column 3, lines 22-27). The multimeric receptors of Evans are 
disclosed as comprising a heterodimeric, heterotrimeric and heterotetrameric combinations of at 
least the dimerization domain of the ultraspiracle receptor along with one two or three members 
of the steroid/thyroid superfamily of receptors including firagments thereof comprising the 
dimerization domain). Thus the multimeric receptor species of Evans thus anticipate the 
chimeric protein of claim 1 because it comprises at least two fimctional protein units wherein 
each fimctional unit comprises a dimerization domain, since the linker is optional. The 
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multimeric receptor could be an endodimer, each multimeric receptor comprises a ligand binding 
domain, the other limitations are optional, thus claims 2-4 are anticipated. The ultraspiracle 
receptor is insect derived, thus 5-6 are anticipated. A multimeric receptor comprising the 
ecdysone receptor is disclosed (column 5, lines 29-30) thus anticipating claims 7-10. A 
multimeric receptor comprising the dimerization domain of the ultraspiracle protein is disclosed 
(column 3, lines 27-60) thus claim 1 1 is anticipated. Multimeric receptors comprising RXR 
receptors, glucocorticoid receptors, mineralocorticoid receptors etc. are disclosed (column 5, 
lines 20-46) thus claims'l3-14 are anticipated. Since the linker is an optional limitation, claims 
15-18 are anticipated. The multimeric receptor would have a C terminal domain, thus claim 19 
is anticipated. The hinge domain is optional, thus claims 20-21 are anticipated. The multimeric 
receptor comprises an activation domain (column 5, lines 47-60), thus claim 22 is anticipated. 



Conclusion 



6. No claim is allowed. 
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Advisory Information 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Joseph F. Murphy whose telephone number is 703-305-7245. 
The examiner can normally be reached on M-F 7:30-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the exammer's 
supervisor, Yvomie Eyler can be reached on 703-308-6564. The fax phone numbers for the 
organization where this apphcation or proceeding is assigned are 703-305-3014 for regular 
communications and 703-308-0294 for After Final communications. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is 703-308-0196. 
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